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DETAILED ACTION 

1 . This action is responsive to Applicant's amendment and response filed February 
14, 2006. Claims 1-9 and 15-40 have been cancelled. Claims 10, 14, 42-43, 45 and 
47 have been amended. Claims 51-67 have been added. 



Election/Restriction 

2. Newly submitted claims 51 -67 are directed to an invention that is independent 
and distinct from the invention originally claimed for the following reasons: 

Newly submitted claims 51-67 are drawn to a method of forming the complex, 
and are distinct from examined claims 10-14 and 41-50 which are drawn to complex of 
ligand and a polypeptide. Newly submitted claims are directed to a method o making 
the claimed complex and the examined claims are directed to a product. Since 
Applicant has received an action on the merits for the originally presented invention, this 
invention has been constructively elected by original presentation for prosecution on the 
merits. Accordingly, claims 51-67 are withdrawn from consideration as being directed to 
a non-elected invention. See 37 CFR 1.142(b) and MPEP § 821.03. 

3. The text of those sections of Title 35, U.S. Code not included in this 
action can be found in the prior Office Action. 
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Rejection Withdrawn 
In view of Applicant's amendments and response the following objections and rejections 
are withdrawn: 



a) objection to the specification, page 4, paragraph 2. 

b) objection to claims 10-14 and 41 -50, page 4, paragraph 3. 

c) rejection to claims 10-14 and 41-50 under 35 U.S.C. 112, second 
paragraph, page 4, paragraph 4. 

d) rejection to claim 43 under 35 U.S.C. 112, second paragraph, page 5, 
paragraph 5. 

e) rejection to claim 45 under 35 U.S.C. 112, second paragraph, page 5, 
paragraph 5. 



Rejection Maintained 

4. The rejection of claims 47 under 35 U.S.C. 112 second paragraph is maintained 

for the reasons set forth on page 5, paragraph 7of the previous Office Action. 

The rejection is on the grounds that claim 47 is rejected under 35 USC 112 
second paragraph for failing to particularly point out and distinctly claim the subject 
matter which applicant regards as the invention. Claim 47 recites " ...wherein the 
polypeptide is located in vivo. If Applicant intends that the polypeptide is in vivo then 
the ligand is also in vivo since the polypeptide is in a complex with the ligand. It is 
unclear as to whether Applicant is claiming an organism (e.g. rat, mouse or human) 
since the claim recites that the polypeptide is in vivo. Clarification and/or correction is 
required. 
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Applicant's Arguments 

Applicant urges that they are not claiming an organism. Applicant urges that 
claim 47 has been amended to clarify that the claim does not cover an organism but 
rather claims that the complex is formed in vivo in mammal. 

Examiner Response 

It is the Examiner's position that claim 47 remains indefinite even after 
Applicant's amendment filed February 14, 2006. It is unclear as to how the complex is 
formed in vivo. Applicant has not provided the pages and line numbers in the instant 
specification where support for this claim limitation and further explanation can be 
found. Correction or clarification is required. 

Claim Rejections - 35 USC § 112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
ait to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Written Description 

5. Claims 1 0-1 4 and 41 -50 are rejected under 35 U.S.C. 1 1 2, first paragraph as 
failing to comply with the written description requirement. The claim(s) contains subject 
matter which was not described in the specification in such a way as to reasonably 
convey to one skilled in the relevant art that the inventor(s), at the time the application 
was filed, had possession of the claimed invention. 
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Claims 10-14 and 41-50 are directed to a complex of a ligand and a polypeptide 
wherein the polypeptide comprises an amino acid sequence that is homologous or at 
least 70% identical to a murine synaptotagmin II botulinum toxin serotype B binding 
domain at amino acid position 40 to 60 and wherein the ligand binds to the polypeptide 
at the amino acid sequence that is homologous or at least 70% identical to the murine 
synaptotagmin II BoNT/B-binding domain at amino acid position 40 to 60 with the 
proviso that where the polypeptide is a full length synaptotagmin, the ligand is not 
botulinum toxin. 

The specification. has not describe the vast genus of complexes encompassed by 
the claims. To fulfill the written description requirements set forth under 35 USC § 1 12, 
first paragraph, the specification must describe at least a substantial number of the 
members of the claimed genus, or alternatively describe a representative member of the 
claimed genus, which shares a particularly defining feature common to at least a 
substantial number of the members of the claimed genus, which would enable the 
skilled artisan to immediately recognize and distinguish its members from others, so as 
to reasonably convey to the skilled artisan that Applicant has possession the claimed 
invention. 

To adequately describe the genus of complexes one must describe the structure 
of the complex. The claims indicated that the complex comprises a ligand and a 
polypeptide wherein the polypeptide comprises an amino acid sequence that is 
homologous or at least 70% identical to a murine synaptotagmin II botulinum toxin 
serotype B binding domain at amino acid position 40 to 60 and wherein the ligand binds 
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to the polypeptide at the amino acid sequence that is homologous or at least 70% or 
(80%, or 90% or 95% as set forth in claims 11-13, respectively) identical to the murine 
synaptotagmin II BoNT/B-binding domain at amino acid position 40 to 60 with the 
proviso that where the polypeptide is a full length synaptotagmin, the ligand is not 
botulinum toxin. Applicant has not described the genus of claimed complexes such that 
the specification might reasonably convey to the skilled artisan that Applicant had 
possession of the claimed invention at the time the application was filed. 

The instant specification has described complexes that comprise synaptotagmin 
II amino acids 1-267, complexes that comprise synaptotagmin II amino acids 61-267 
and complexes that comprise synaptotagmin II amino acids 1-87. The instant 
specification does not describe a complex that comprises a ligand and a polypeptide 
that has at least 70% or 80% or 90% or 95%, identity to amino acid positions 40 to 60 of 
the BoNT/B-binding of murine synaptotagmin II. 

The claims of the instant application are drawn to complexes that include ligands 
that are botulinum toxin fragments. See claim 45 in particular. The instant specification 
has not described how one would begin to choose "botulinum toxin fragments". The 
specification does not support the broad scope of the claims, which encompass all 
modifications and fragments because the specification does not disclose the following: 
the general tolerance to modification and extent of such tolerance; 
specific positions and regions of sequence(s) which can be 
predictably modified and which regions are critical; 
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what fragments, if any, can be made which the retain the biological 
activity if the intact protein; and 

the specification provide no written description such that one skill in 
the art could determine which of the essentially infinite possible 
choice is likely to be successful . 
The claims of the instant application are drawn to complexes that are formed in 
vivo in a mammal. See claim 47 in particular. The instant specification has not 
described how one of skill in the art would form the claimed complex in a mammal. 
The specification has not provided written support for the broad scope of the claims, 
which encompass a vast number of complexes being formed in vivo. How does the 
skilled artisan form a complex that comprises a ligand and a polypeptide that has at 
least 70% or 80% or 90% or 95% identity to amino acid positions 40 to 60 of the 
BoNT/B-binding of murine synaptotagmin II in vivo? 

Moreover, the specification does not disclose distinguishing and identifying 
features of a representative number of members of the genus of complex to which the 
claims are drawn, such as a correlation between the complex and reduced binding 
activity between botulinum toxin B and murine synaptotagmin II so that the skilled 
artisan could immediately envision, or recognize at least a substantial number of 
members of the claimed genus of complexes. Therefore, since the specification fails to 
adequately describe at least a substantial number of members of the genus of 
complexes on which the claims are based; the specification fails to adequately describe 
at least a substantial number of members of the claimed genus of complexes that 
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provide reduced binding activity between botulinum toxin B and murine synaptotagmin 
II. 

MPEP § 2163.02 states, "[a]n objective standard for determining compliance with 
the written description requirement is, 'does the description clearly allow persons of 
ordinary skill in the art to recognize that he or she invented what is claimed' ". The 
courts have decided: The purpose of the "written description" requirement is broader 
than to merely explain how to "make and use"; the applicant must convey with 
reasonable clarity to those skilled in the art that, as of the filing date sought, he or she 
was in possession of the invention. The invention is, for purposes of the "written 
description" inquiry, whatever is now claimed. See Vas-Cath, Inc. v. Mahurkar, 935 F.2d 
1555, 1563-64, 19 USPQ2d 1111, 1117 (Federal Circuit, 1991). Furthermore, the 
written description provision of 35 USC § 1 12 is severable from its enablement 
provision; and adequate written description requires more than a mere statement that it 
is part of the invention and reference to a potential method for isolating it. See Fiers v. 
Revel, 25 USPQ2d 1601, 1606 (CAFC 1993) and Amgen Inc. V. Chugai 
Pharmaceutical Co. Ltd., 18 USPQ2d 1016. The Guidelines for Examination of Patent 
Applications Under the 35 U.S.C. 112, paragraph 1, Written Description" Requirement 
(66 FR 1099-1111, January 5, 2001) state, "[possession may be shown in a variety of 
ways including description of an actual reduction to practice, or by showing the 
invention was 'ready for patenting' such as by disclosure of drawings or structural 
chemical formulas that show that the invention was complete, or by describing 
distinguishing identifying characteristics sufficient to show that the applicant was in 
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possession of the claimed invention" (Id. at 1 104). Moreover, because the claims 
encompass a genus of variant species, an adequate written description of the claimed 
invention must include sufficient description of at least a representative number of 
species by actual reduction to practice, reduction to drawings, or by disclosure of 
relevant, identifying characteristics sufficient to show that Applicant was in possession 
of the claimed genus. However, factual evidence of an actual reduction to practice has 
not been disclosed by Applicant in the specification; nor has Applicant shown the 
invention was "ready for patenting" by disclosure of drawings or structural chemical 
formulas that show that the invention was complete; nor has Applicant described 
distinguishing identifying characteristics sufficient to show that Applicant were in 
possession of the claimed invention at the time the application was filed. 

The Guidelines further state, "[f]or inventions in an unpredictable art, adequate 
written description of a genus which embraces widely variant species cannot be 
achieved by disclosing only one species within the genus" (Id. at 1 106); accordingly, it 
follows that an adequate written description of a genus cannot be achieved in the 
absence of a disclosure of at least one species within the genus. Therefore, absent a 
detailed and particular description of a representative number, or at least a substantial 
number of the members of the genus of complexes, the skilled artisan could not 
immediately recognize or distinguish members of the claimed complexes that would 
provide reduce binding between botulinum toxin serotype B and murine synaptotagmin 
II. 
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In view of the above, the instant specification fails to meet the written description 
in regards to the genus of complexes broadly claimed. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

6. Claims 10-14 and 41-50 are rejected under 35 U.S.C. 102(b) as anticipated by 
Kozaki etal (Microbial Pathogenesis, 1998, 25, 91-99). 

Claims 10-14 and 41-50 are directed to a complex of a ligand and a polypeptide 
wherein the polypeptide comprises an amino acid sequence that is homologous or at 
least 70% identical to a murine synaptotagmin II botulinum toxin serotype B binding 
domain at amino acid position 40 to 60 and wherein the ligand binds to the polypeptide 
at the amino acid sequence that is homologous or at least 70% identical to the murine 
synaptotagmin II BoNT/B-binding domain at amino acid position 40 to 60 with the 
proviso that where the polypeptide is a full length synaptotagmin, the ligand is not 
botulinum toxin. 

Kozaki et al teach a complex comprising a MBP- Stg2N (maltose and 
synaptotagmin II fusion comprising amino acids 1-87 of the synaptotagmin II of 
botulinum toxin B) inhibited botulinum toxin B binding activity (page 95, 2 nd column and 
page 97, 1 st ). Kozaki et al teach that when the MBP-fusions proteins were incorporated 
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into lipid vesicles together with gangliosides, (GT1 b or GD1a) a toxin bound only to 
MBP-Stg2N/Gt1b and MBP-stg2N/GD1a lipid vesicles indicating that MBP- Stg2N has a 
ganglioside binding site (page 92, 2 nd column). Kozaki et al teach an antibody against 
GT1b effectively inhibited not only BoNT/B binding to the reconstituted lipid vesicles 
and brain synatosomes but also type A binding to brain synaptosomes (see the 
Abstract). Kozaki et al teach that polypeptide used in the complex of the prior art were 
recombinantly made (page 97, 1 st column). Kozaki et al anticipate the claimed 
invention. 

Since the Office does not have the facilities for examining and comparing 
applicant's complex with the complex of the prior art, the burden is on the applicant to 
show a novel or unobvious difference between the claimed product and the product of 
the prior art. See In re Best . 562 F.2d 1252, 195 USPQ 430 (CCPA 1977) and inre 
Fitzgerald etal. . 205 USPQ 594. 

Status of Claims 



7. 



No claims are allowed. 
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8 Any inquiry of the general nature or relating to the status of this general 
application should be directed to the Group receptionist whose telephone number is 
(703) 308-0196. 

Papers relating to this application may be submitted to Technology Center 1600, 
Group 1640 by facsimile transmission. The faxing of such papers must conform with 
the notice published in the Office Gazette, 1096 OG 30 (November 15, 1989). Should 
applicant wish to FAX a response, the current FAX number for the Group 1 600 is (571 ) 
272-8300. 

Any inquiry concerning this communication from the examiner should be directed 
to Vanessa L. Ford, whose telephone number is (571) 272-0857. The examiner can 
normally be reached on Monday - Friday from 9:00 AM to 6:00 PM. If attempts to reach 
the examiner by telephone are unsuccessful, the examiner's supervisor, Lynette Smith, 
can be reached at (571 ) 272-0864. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see <http://pair-direct.uspto.qov./>. 
Should you have questions on access to the Private PAIR system, contact the 
Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



Vanessa L. Ford 
Biotechnology Patent Examiner 
April 26, 2006 





